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Rockville, MD 20857 Telephone: (973) 276-2000

Dear Sir or Madam:
Re: Docket No. 98P-0434
Berlex Laboratories, Inc. (“Berlex”) submits this supplement! to the June 12, 1998
citizen petition that Berlex submitted jointly with 3M Pharmaceuticals, a division of
Minnesota Mining & Manufacturing Company (“3M”), which requested the Food and
Drug Administration (FDA) to establish approval standards for generic transdermal
estradiol patches before approving any abbreviated new drug application (ANDA) for a

transdermal estradiol patch.

The purpose of this supplement is to alert FDA that, before making a decision on
Berlex and 3M’s citizen petition or on related pending ANDAs, FDA must ensure that all
letters and comments regarding the citizen petition that are sent to the Agency are
properly included in the public docket so that they may be considered in any FDA
assessment of the issues raised in the June 12, 1998 citizen petition. This will require

FDA to seek proactively all such documents wherever they may be in the Agency. This

1 An original and two copies of this supplement are being submitted to the Dockets
Management Branch. *
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is a requirement not only of FDA’s regulations, 21 C.F.R. §§ 10.20(j)(1), 10.30(i), but

also of section 706(2) of the Administrative Procedure Act (APA), which requires

procedural fairness in Agency actions, 5 U.S.C. § 706(2); see also United States v. Dist.

Council of NYC & Vicinity of Carpenters, 880 F. Supp. 1051, 1066 (S.D.N.Y. 1995)

(“Procedurally, an Agency’s decision can be ‘arbitrary and capricious’ if it was not the
product of the requisite processes.”). In support of this supplement, we bring to the
Agency’s attention a pattern of inadequate control over this docket that has occurred over

the last nine months since Berlex and 3M’s original citizen petition was filed.

Berlex also has two other actions associated with this supplement. First, Berlex
submits this supplement to make a part of the docket a letter sent to the Office of the
Commissioner that has not been included in the public docket. Second, Berlex requests
the Agency to take measures to ensure that in the future all relevant letters and documents
submitted to the Agency with respect to this citizen petition and issue are properly
forwarded to the Dockets Management Branch in a timely manner for inclusion in the
public docket so that FDA will be able to consider such documents in its actions on this

citizen petition and on any related pending ANDAs.

FACTUAL AND LEGAL BACKGROUND AND DISCUSSION

Over the past several months, Berlex has observed that more than a couple of

documents that have been submitted to the Agency and that should be in Docket No. 98P-
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0434 have not been so placed, as discussed below. In addition, Berlex has also noted one

instance of a document haphazardly filed in the docket that should not have been filed.2

In December 1998, Berlex and 3M were informed that there were at least five
letters sent to the Office of the Commissioner regarding approval standards for generic
transdermal estradiol patches.3 On December 22, 1998, Ms. Craig reviewed the contents

of Docket No. 98P-0434 to see if the five letters in question had been forwarded by the

2 On February 16, 1999, Karen E. Craig, a legal assistant at Hyman, Phelps &
McNamara, P.C., reviewed the contents of Docket No. 98P-0434 and found a one-
page document in the docket that seems be out of place. (See attachment 1.) This
document, which appears to be the table of contents for a weight loss transdermal
patch product that is being advertised on the Internet, is completely unrelated to
Berlex and 3M'’s citizen petition. Indeed, it is difficult to imagine how this
document can have relevance to the Climara docket. Ms. Craig therefore asked a
Dockets Management Branch official why this document was in Docket No. 98P-
0434, and he stated that it was placed in the docket because this docket is the only
docket that addresses transdermal patches. (See attachment 2, Declaration of
Karen E. Craig (Craig Decl. §2.).)

3 The Commissioner’s office received the following letters: Wulf H. Utian, M.D.,
Ph.D., Professor, Chairman, and Director, University MacDonald Womens
Hospital, to Michael A. Friedman, M.D., Lead Deputy Commissioner, FDA (July
31, 1998); Joseph W. Goldzieher, M.D., Professor of Obstetrics and Gynecology,
Texas Tech University Health Sciences Center, to Michael A. Friedman, M.D.,
Lead Deputy Commissioner, FDA (Aug. 3, 1998); Susan Wysocki, RNC, NP,
President, National Association of Nurse Practitioners in Reproductive Health, to
Michael A. Friedman, M.D., Lead Deputy Commissioner, FDA (Aug. 5, 1998);
Judi L. Chervenak, M.D., Assistant Professor, Department of Obstetrics,
Gynecology, and Reproductive Sciences, to Michael A. Friedman, M.D., Lead
Deputy Commissioner, FDA (Oct. 26, 1998); Thomas Daschle, United States
Senator, to Jane Henney, M.D., FDA Commissioner (Dec. 7, 1998). All letters,
except the letter from Thomas Daschle, were copied to Douglas L. Sporn, Director,
Office of Generic Drugs, Center for Drug Evaluation and Research, FDA.
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Commissioner’s Office to Dockets Management Branch. After discovering that the
letters had not been placed in the docket, Ms. Craig asked a Dockets Management Branch
official whether Hyman, Phelps & McNamara could supply copies of the letters for
inclusion in the public docket. This official stated that the firm should not submit the
letters to the Dockets Management Branch because the Executive Secretariat of the Office

of the Commissioner will “log in” the letters, and the letters will eventually be forwarded

to the public docket. (Craig Decl. §4.)

On that same day, R. Ian Kluge, also a legal assistant at Hyman, Phelps &
McNamara, spoke with Mr. Steven Smith of the Office of the Executive Secretariat,
Office of the Commissioner, to inquire about the absence of these five letters from the
public docket. (See attachment 3, Declaration of R. Ian Kluge (Kluge Decl. § 2.).)

Mr. Smith stated that it was the policy of the Office of the Executive Secretariat to
forward copies of letters sent to the Commissioner to the Dockets Management Branch
for filing in the appropriate docket. Mr. Smith also stated that the Office of the Executive
Secretariat received copies of all five letters in question and that at least two of the letters

were assigned tracking numbers.

By such efforts Berlex tried informally to have FDA “repair” this docket on its
own, but these efforts were unsuccessful. Accordingly, on January 8, 1999 — almost six

months after three of the five letters were sent to the Office of the Commissioner — Berlex
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and 3M submitted a third supplement to their citizen petition to bring to the Agency’s
attention the omission of these five letters from the public docket and to make these
letters a part of the public docket. (See attachment 4.) Berlex and 3M had hoped that
after bringing to the Agency’s attention the omission of the five letters from the public
docket, the Agency would ensure that all other letters and documents relevant to the
citizen petition in the future would be promptly forwarded to the Dockets Management
Branch for inclusion in the public docket. However, Berlex has once again learned that

FDA has failed to forward relevant letters to the Dockets Management Branch for

inclusion in the public docket.

On February 2, 1999, Berlex was informed that a sixth letter relevant to Berlex and
3M’s citizen petition was sent to the Office of the Commissioner but had not been
forwarded to the Dockets Management Branch. This letter, co-authored by Senators Tom
Harkin and Barbara Mikulski, was dated February 1, 1999. (See attachment 5.) As of
March 16, 1999, FDA had still not filed this letter with the Dockets Management Branch.

(Craig Decl. 9§ 5.)

This latest omission further evidences FDA’s inadequate control over this docket.
Berlex and 3M have already brought this problem to the Agency’s attention, but
unfortunately, the Agency has not ensured that documents submitted to the

Commissioner’s Office — let alone to other parts of the Agency — are included in this
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docket in the Dockets Management Branch. Consequently, Berlex is again submitting a
supplement to this citizen petition with the hopes that the Agency will take steps to ensure
that all records which should be a part of this public docket are both included in the

docket and considered by the FDA before acting on either the June 12, 1998 citizen

petition or the pending ANDA s related to this petition.

All six of the letters sent to the Commissioner’s Office are a part of the
administrative record for Berlex and 3M’s citizen petition. See 21 C.F.R. § 10.30(i); see

also Bar MK Ranches v. Yuetter, 994 F.2d 735, 739 (10th Cir. 1993) (stating that the

administrative record includes all documents the Agency relied upon or considered,
directly or indirectly). FDA should have placed copies of these letters in the docket for

public examination and copying. See 21 C.F.R. §§ 10.20(j)(1), 10.30(i).

Berlex is aware that these six letters were sent to the Commissioner’s Office only
because those letters have been brought to Berlex’s attention. Given that these six letters
were not forwarded to the Dockets Management Branch for inclusion in this docket, it is
reasonable to assume that other relevant letters and comments submitted to the Office of
the Commissioner, or to another part of FDA, have also not been forwarded to or

included in this public docket.
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Placement of all relevant comments and letters in the public docket is the only way
to provide notice to interested persons that such submissions have been made on the
citizen petition. Denying interested persons notice of the letters may actually “prevent[]
the presentation of relevant comment” on the citizen petition, and if the Agency makes a

decision on the citizen petition without the presentation of relevant comment, “the

Agency may be held not to have considered all ‘the relevant factors.”” United States v.

Nova Scotia Food Products Corp., 568 F.2d 240, 251 (2d Cir. 1977). If the Agency does

“not take into account all relevant factors in making its determination,” then the Agency

action will be deemed arbitrary or capricious. Id.; see also Citizens to Preserve Overton

Park, Inc. v. Volpe, 401 U.S. 402, 416 (1971) (stating that, in determining whether an

Agency action is arbitrary or capricious, the court must consider whether the Agency’s

decision was based on a consideration of the relevant factors).

Furthermore, filing these letters and other similar documents in the public docket
is the only way to provide notice to both Berlex and 3M of the information that FDA
considered in arriving at its decision. Deciding on the citizen petition without including

such information in the record would be arbitrary and capricious Agency action. 5 U.S.C.

§ 706.
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Courts review informal Agency actions, such as decisions on citizen petitions,4 on

the “complete administrative record.” Flue-Cured Tobacco Coop. Stabilization Corp. v.

EPA, No. 93CV00370, 1996 U.S. Dist. LEXIS 16178, at *7 (M.D.N.C. 1996) (emphasis
added); 5 U.S.C. § 706. Due to FDA’s inadequate control over the management of this
docket, Berlex is not convinced or assured that the administrative record for the June 12,
1998 citizen petition is, to date, complete. Therefore, FDA must seek all relevant letters
and comments submitted to the Agency relevant to this petition to ensure that they are
included in the public docket. FDA can make a decision on the citizen petition and on
any pending ANDAs related to this petition after it ensures that it has before it all

relevant comments and after it has considered all such relevant comments.

As noted in the third supplement to the citizen petition, a timely decision on the
citizen petition and on the accompanying stay petition is necessary to protect public
health and uphold the statutory requirements for ANDA approval. Therefore, FDA
should take appropriate action to complete the administrative record and to remedy the
problems associated with this docket as expeditiously as possible.

X kK %
Please contact the undersigned at (973) 276-2162 should you have any questions

regarding this submission.

4 The Commissioner’s final decision on a citizen petition is subject to judicial
review. 21 C.F.R. § 10.45(d).
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cc:  Douglas L. Sporn
Elizabeth Dickinson

SB/letter/clima017

Sincerely,

BERLEX ] ABORATORIES, INC.

arén W. Brown
Associate Director
Drug Regulatory Affairs
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Declaration of Karen E. Craig

I, Karen E. Craig, state as follow:

1. I am a legal assistant with the law firm of Hyman, Phelps & McNamara, P.C.

2. On February 16, 1999, I met with Lyle Jaffe of the Food and kDrug
Administration’s Dockets Management branch about a document (LET1) filed in Dockét
98P-0434. The document was submitted by EMP Techno and appears to have been
printed off an Internet site. The document, which lists the table of contents for
information on “Natural Homeopathic Transdermal Patches for Weight Loss, Stress
Relief, Sleep Enhancement” and other ailments, seems to be misplaced. I brought this to
MI'.- Jaffe’s attention, but he stated that the document was in the correct docket. He said

that Docket 98P-0434 is the only docket that addresses transdermal patches.

3. At the request of a co-worker, R. Ian Kluge, on December 22, 1998, I reviewed

Docket 98P-0434, and I did not see any entries for the letters referenced below:

o alJuly 31, 1998, letter from Wulf H. Utian, M.D., Ph.D., University MacDonald
Women’s Hospital, to Michael A. Friedman, M.D., Lead Deputy Commissioner,

FDA;



e an August 3, 1998, letter from Joseph W. Goldzieher, M.D., Texas Tech University
Health Sciences Center, to Michael A. Friedman, M.D., Lead Deputy Commissioner,
FDA;

e an August 5, 1998, letter from Susan Wysocki, RNC, NP, President, National
Association of Nurse Practitioners in Reproductive Health, to Michael A. Friedman,
M.D., Lead Deputy Commissioner, FDA;

e an October 26, 1998, letter from Judi L. Chervenak, M.D., Assistant Professor,
Department of Obstetrics, UMD New Jersey, to Michael A. Friedman, M.D., Lead
Deputy Commissioner, FDA; and

e a December 7, 1998, letter from Senator Thomas Daschle, United States Senate, to

Jane Henney, M.D.

4. After reviewing the docket, I spoke with Lyle Jaffe, of FDA’s Dockets
Management Branch, about the missing letters. I told him the letters were sent to the
Commissioner’s office but appear not to have been sent to the Dockets Management
Branch. I told him that Hyman, Phelps & McNamara, P.C. was given copies of these
letters and asked whether we should provide copies to the Dockets Management Branch
for placement in the docket. Mr. Jaffe said not to file the letters with the Dockets
Management Branch because the Executive Secretariat of the Office of the
Commissioner would “log in” the letters, and the letters would eventually make their way

to the Dockets Management Branch.



5. On March 16, 1999, I reviewed Docket 98P-0434 to determine whether a letter
sent to Commissioner Henney from Senators Barbara Mikulski and Tom Harkin
regarding an abbreviated new drug application for a generic estradiol replacement
therapy patch had been placed in the docket. The letter, dated February 1, 1999, was not

in the docket.

I declare under penalty of perjury that the foregoing is true and correct.

& Lot é C"“*’\‘/
Q

Karen E. Craig

Executed on March 22, 1999
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Declaration of R. 1an Kluge

I, R. Ian Kluge, state as follow:

1. I am a legal assistant with the law firm of Hyman, Phelps & McNamara, P.C. On
December 22, 1998, I spoke with a co-worker, Karen Craig, about five letters sent to the
Commissioner’s office that address the approval standards for genefic transdermal
estradiol patches. I asked her to review Docket 98P-0434 to determine whether the

letters had been placed in the docket. The five letters I asked Ms. Craig to find are:

e a July 31, 1998, letter from Wulf H. Utian, M.D., Ph.D., University MacDonald
Women’s Hospital, to Michael A. Friedman, M.D., Lead Deputy Commissioner,
VFDA;

e an August 3, 1998, letter from Joseph W. Goldzieher, M.D., Texas Tech University
Health Sciences Center, to Michael A. Friedman, M.D., Lead Deputy Commissioner,
FDA;

» an August 5, 1998, letter from Susan Wysocki, RNC, NP, President, National
Association of Nurse Practitioners in Reproductive Health, to Michael A. Friedman,
M.D., Lead Deputy Commissioner, FDA;

e an October 26, 1998, letter from Judi L. Chervenak, M.D., Assistant Professor,
Department of Obstetrics, UMD New Jersey, to Michael A. Friedman, M.D., Lead

Deputy Commissioner, FDA; and



e aDecember 7, 1998, letter from Senator Thomas Daschle, United States Senate, to
Jane Henney, MD.!

Ms. Craig informed me that none of the letters appeared in the docket.

2. On December 22, 1998, I spoke with Steven Smith of the FDA’s Office of the
Executive Secretariat, Office of the Commissioner, regarding these-missing letters.
According to Mr. Smith, it is the policy of the Office of the Executive Secretariat to
forward copies of letters sent to the Commissioner to “the appropriate dockets at Dockets

Management.”

3. Mr. Smith confirmed that the Office of the Executive Secretariat had received
copies of the above missing letters. In addition, he provided “tracking numbers” for two

of the five missing letters:

e Tracking No. 9808807 for the December 7, 1998, letter from Senator Daschle;
and

e Tracking No. 9807837 for the October 26, 1998, letter from Dr. Chervenak.

4, On January 5, 1999, I reviewed the index for Docket 98P-0434, and none of the

five letters sent to the Commissioner’s office was in the docket.

: All of these letters, except the letter from Senator Daschle, were copied to Douglas

L. Sporn, Director, Office of Generic Drugs.



I declare under penalty of perjury that the foregoing is true and correct.

R.Ian Kluge Ed %

Executed on March 22, 1999






3M Pharmaceuticals 3M Center Building 260-6A-22
St. Paul, MN 55144-1000

RECEIVED
JAN 151839

SHARON BROWN
January 8, 1999

Dockets Management Branch
Food and Drug Administration

. Room 1-23

12420 Parklawn Drive
Rackville, MD 20857

Re: Docket No. 98P-0434

Berlex Laboratories, Inc. (“Berlex”) and 3M Pharmaceuticals, a division of
Minnesota Mining and Manufacturing Company, (“3M”) submit this supplement to the
June 12, 1998 citizen petition which requested the Food and Drug Administration (FDA)
to establish approval standards for generic transdermal estradiol patches before approving
any abbreviated new drug spplication (ANDA) for a transderma} estradiol patch. The
purpose of this supplement is to make a part of the docket all the letters sent to the FDA
regarding approval standards for generic transdermal estradiol patches.

Berlex and 3M have been informed of five letters sent to the Office of the
Commissioner that are relevant to the issues raised in our June 12, 1998 citizen petition
but have not been included in the docket. These letters are a part of the docket pursuant to
21 C.F.R. §§ 10.30(d) and 10.30(i)(2) and are being submitted with this supplement for
incorporation to ensure that they are included in the docket. The five letters are as
follows:

*  WulfH. Utian, M.D., Ph.D., Professor, Chairman, and Director, University

MacDonald Womens Hospital, to Michael A. Friedman, M.D., Lead Depury

Commissioner, FDA (July 31, 1998).



* Joseph W. Goldzicher, M.D , Profecssor of Obstetrics and Gynecology, Texas

Tech University Health Sciences Center, to Michael A. Friedman, M.D., Lead
Deputy Commissioner, FDA (August 3, 1998).

s Susan Wysocki, RNC, NP, President, National Association of Nurse
Practitioners in Reproductive Health, to Michael A. Friedman, M.D.. Lead
Deputy Commussioner, FDA (August $, 1998). |

v« Judi L. Chervenak, M.D., Assistant Professor, Department of Obstetrics,
Gynecology, and Reproductive Sciences; to Michael A. Friedman, M.D., Lead
Deputy Commissioner, FDA (Octaober 26, 1998).

s  Thomas Daschle, United States Senator, to Jane Henney, M.D., FDA

Commissioner (December 7, 1998).

Berlex and 3M are concerned that other written comments sent to the FDA
regarding our June 12, 1998 citizen petition, which have not been brought to our
attention, also may not have been included in the docket. Before making a decision on
Berlex and 3M’s citizen petition, FDA must incorporate all letters and written comments
regarding the citizen petition into the docket. This is a requirement of FDA's regulations,
21 CF.R. §§ 10.30(d), 10.30(1) and section 706(2) of the Administrative Procedure Act
(APA), which requires procedural fairness in agency actions, S U.S.C. § 706(2).
Accordingly, we request the FDA to take the appropriate action to ensure that all other
wrnitten comments concerning the June 12, 1998 citizen patition that have been received
by the FDA be incorporated into the docket. Because a timely decision on this citizen

petition, and on the accompanying stay pstition, is necessary to protect public health and



uphold the statutory requirements for ANDA approval, FDA should take all necessary

action as expeditiously as possible.
Please contact Sharon Brown at (973) 276-2162 or Mary Mathisen

(651) 733-9125 should you have any questions regarding this submission.

Sincerely,

(e :
Sharon W. Brown Mary Mathisen
Associate Director Regulatory Specislist
Drug Regulatory Affairs 3M Pharmaceuticals

Berlex Laboratories, Inc.
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July 31, 1998

Michael A. Friedman, MD
Lead Deputy Commussioner
Food and Drug Administration
5600 Fishers Lane
HF28/14-71/PKLN

Rockville, MD 20857

Dear Dr. Friedman: ~

I have just become aware of a request to the USFDA of an ANDA filed by Benek
Pharmaceuticals for a generic multi-day extended release transdermal estragen skin patch. It is
my understanding that Climara (Berlex Labs) is named as the referenced drug. I have been
involved in clinical research on numerous aspects of estrogen replacement for the past 30 years.
As either principal investigator or senior co-investigator on a number of skin patch studies, there
appears to be ample evidence that the adhesive camponent of second generation patches will have
a duect effect on estradiol absorption, patch adhesion, skin umtation and skin sensitization. I
therefore write to you to expreas my concemn that any generic product approved with the
objective of being the same as & curmrently FDA approved referenced drug, indeed have all the
same qualities of the referenced drug. I would therefore urge that the FDA requires equivalence
studies similar to those that were originally produced for the reference drug.

As both a clinical researcher and climcian, | have deep concern about the current trends of
mansged carc organizations converting patients from one drug to & so-called equivalent drug,

when equivalence does not in fact exist. The expected therapeutic outcome is not achisved. and
increased pressure is placed on clinical resources to deal with these changed outcomes in terms of

recurrence of symptoms, or meeting the anticipated approved labeling outcomes of the reference
drug by the new generic drug.

UniversityMosplitalsal’ Loy L
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July 31, 1998

I would be pleased to explain these concerns in greater detail should you have any qucst:ons
Thank you for your attention to this manter of concern.

rag

ulf H. Utian, MD, PhD

Yours sincerely,

-

WHU:vp

cc: Mr. Douglas L. Sporn
bee: Kathy Wickman
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3 August 1998

Michael A Friedman, M.D.
Lead Deputy Commissioner
Food and Drug Administration
$600 Fishers Lane

HF28/ 14-71/ PKLN
Rockville MD 20857

Dear Dr. Friedman:

It has come to my attention that there is currently an ANDA application for
a Bertek Pharmaceuticals transdermal estrogen patch that is using "Climara" as the
reference drug. I am very concerned that a generic patch should have comparable,
verified pharmacokinetic characteristics because Medicaid and various managed
care plans automatically substitute generics when available, and this could result
in inadequate therapy in a large number of women if the generic paich is not of

proven bioequivalence.

I have been concerned with the problem of generic steroids for many years.
Some decades ago, when I was consuliant in endocrinology to the U.S. Army and
U.S. Air Force base hospitals in San Antonio, there was a cluster of Addisonian
crises which were traced to the Army's substituting a generic cortisone acetate
tablet for the brand product. There were fortunately no deaths, but the experience
left a mark on all concerned. I have been involved with data on bioequivalence of .
contraccptive steroids and at one time recalculated and published on an extensive
study, submitted by the manufacturer to the FDA, which well demonstrated the
equivalence of the generic to the reference brand, and also demonstrated the large
sample sizes and other parameters required for assurance of bioequivalence.
Currently I am very worried about potential problems with generic oral estradiol,
and now I understand a generic transdermal paich is under study.

Such a device raises unique problems. It is obvious that skin acceptability has
to be compared in 8 variety of geographic regions at various scasons (tcmperature,
humidity, physical activity etc.), otherwise comparable acceptability and
compliance can not be assured. The relationship to variation in skin properties



clearly has important effects on transdermal passage and consequent blood levels.
It is extremely important to know that comparable levels of plasma estradiol are
maintained out to the 7th day under various circumstances, and given the large
individual variation in plasma levels that is observed with a single product, it
obviously requires a substantial comparative study for statistically acceptable proof
of comparable duration and adequacy of transdermal passage.

Sincc; estrogen replacement therapy is intended to be used for many years,
clearly small differences between products can bave a cumulative effect over the
long term; this makes it increasingly important to have thorough assurance of

bioequivalence.

: I hope that these important issues will be taken into consideration during

your evaluation procedure, so that the prescribing clinician, like myself, will not
evenmally discover to his dismay that the allcgedly comparable generic product is,
in fact, not comparable.

Sincerely,

Jaefp[u) : ?R/Oge ar, 43

cc: Mr. Douglas L. Sporn
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August 5, 1998

Michsel A. Friedman, M.D.

Lead Deputy Commissioner
Food and Drug Administration
$600 Fishers Lane
HF28/14-71/PKLN

Rockvilic, MD 20857

Dear Dr. Friedman:

The purpose of this letter is to express concern about the ANDA recently filed by Bertek
Pharmaceuticals for a genenc estrogen replacement therapy patch which is using Climara as the
reference product. Although the active ingredient is the same (estradiol), the make-up of the
patch is different. We want to ensurc that this product performs the same as Climara both in
termns of what women can expect from this product as well a» what our nursc practitioner
members, who are preseribers of this product, sbould tell their patients. Therefore, the following

information should be ascertained.

1. Is this product the same [n terms of adhesion, Irrltadon and sensitization?
2. Will women using this product expenience the same degree of symptom relief and other

benefits?
3. Will symptom relicf and benefits be sustained over the period of time the generic patch is

worn?
4. Will the patch adhere for the 7-day wear period?

We belicve that hormone replacement therapy has grear health benefits 10 women. We also
recognize that women frequently discontinue use of hormone therapy duc to a number of
reasons, including sidc effects, difficulty remembering. and concerns about safety. We do nat
want to see & product that will not live up to & woman's expectations and cause her to

discontinue using HRT sltagether.

As prescribers, we are all to aware that decisions about use of generic drugs may not be made by
us. Under Medicaid, managed care plans and certain other insurance programs, generics may be
substituted even without our knowledge. Therefore, it is imperative that the FDA assures in
every way it can thas gencric substitutes do, in fact, producethe same therapeutic resulls.

We ask that the FDA withhold all approvals for the generic multi-day, extended release
transdsrmal estrogen patch until an advisory committee has had the opportunity to provide
guidance to the FDA on the creation of standards for this drug category. We believe this

approach in the best intsrest of our patients.

National Association of Nurse Practitioners in Reproductive Health
503 Capitel Court. NE . Suite 300 + Washingon. D€ 20002 « 202-543-9693 + Fax 202-541.Q858 + e-mail nanprh@sal com



FDA
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August §, 1998

Thank you for your conslderation of this manner. Qur patients count on us o have accurate
information and 1o provide them with therapeutic products that are of the highest quality. As
nurse practitioners, we count on the FDA to carefully consider that every product brought to the

market be of the highest quality.

If you have any questions, please do not hesitate to contact me.

W

an Wysocki, ,
President

Sincerely,

The National Association of Nurse Practitioners In Reproductive Health Is a national membership
&ssocistion for nurse practitioners with a focus in wamen's and/or reproductive health, NANPRH has
developed Guldelines for Practlce and Education for Women's Health Nurse Practirioners. NANPRH’s
Accreditation Program is recognized by the U.S. Deparonent of Education.

os: Douglas Sporn
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October 26, 1038

Michael A. Frisdman, M.D.
Lead Deputy Commissioner
Tood and Drug Adminustratian
5600 Fishers Lane
HF28/14¢-71/PKLN

Rockville, MD 20887

Dear Dr. Friedman,

It has recently came to my attention that the U.S. Food apd Drug Administration is
currently reviswing an ANDA filed for a generic multi-day, extended-release
tranadermel ERT patch. I am quite concerned that the FDA may not treat a seven-day
estradiol transdermal patch as an extended release praduct nor will it require
multiple dase, itmady-state atady to be conducted to establish bicequivalence. As a
reproductive endocrinologist specializing in healthcare -of the maturing waman,
including perimenopause and menopause, [ customize patient therapy depending on a
patient’s symptoms and hiatory. For patients with history &f liver disease, gallbladder
disease, high triglycerides, hot Aushes and headaches resulting from honmonal
fluctuations, an extended relesse, multiple dose product which achieves steady state
levels Is often my therapy of choice to best ameliorate sympitoms, safely. Should & non
sicady statc tosted, non extended releass and non multipie dose generic become the
only option svailable to my patients via insurance comparly coverage, etc., I fear that
their heslthcare may greatly be jeopardized. In additton to the above, I feel that a
generic must be completely equivalent to the excellent producta now available
regarding absorption sdhesion irmtation, sensitization eix,

The University iv an affvmative actinveaual apponualy » maliner
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In summary, | respectfully request that my concerns for patient therapy be considered.
With the coming of age of the baby boomers, more and mure women will be spending
at least a third of their lives in the menopause. It Is im;uomnt that they be able o
obtain medicatiors which will maximize their heslthcare and thereby their quality of
life in their later years. Since these products are now available, it would be poor
patient care to only offer them substandard medicationa.

Sincerely,

. ////(p Yy CV\(; N

“fudi L. Chervenak M.D.
Agsvistant Professor; Department of Obatstrics,
Gynecology and Reproductive Sciences

cct Mr. Douglas L Sporn
Director, Office of Genaric Drugs (HFD-600)
Center for Drug Evalustion and Rescarch
Food and Drug Administration
Metro Park North 2
7500 Swundish Flace, Roam 286
Rockville, MD 20855
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Jane Hepney. MD '
Food andDruﬂ:dmmw:m
Parklawn Building. Rom 14-71
S600 Fishers Lone
Rockville, MD 20857
Dear Jape:

1t has come w_ulzy a:;mtim that FDA has xec:;vcd an ;lzgt?ﬂu:ld new drug & ﬁggn fcg1 B
generis sstradio] replacement y pach. I epplaud 0vs OpMent 85 an an thay
meprivmmurxitspﬁnﬂl m%gmmmmdcppinmmmmw&vowdm

wamsn's health issues. [ also suppart the development of gemaric drugs. Nevertholass. some
have raised concerms with me regarding the revisw critsria FDA will use to determine whether
ar not FDA will approve the goncric mroduct. and [ wantod to relay to.you. without prejudice,
those concerns.

While thosa with concemns have said they baligve the bio-equi valency standard FDA will uss

o aszess the generic zkamﬁahkmd&mungthmgﬁmndafﬁm.
they have suggested that a paralle] asscssment of the drug delivery ism develaped for
the generic be included in FDA's review. Thoy arguo that FDA should congider
polensial impact of the delivery mechanism on the ve effectivenass and overall safety of the
new treatment.

I hope this inpus is useful as FDA considers the most appropriate means of assessing this and
other important now dnigs.

With best wishes, [ am
Sincerely,

Tam Daschle
United Statss Senate

TAD/d
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nited States Senate

WASHINGTON, DC 20810

February 1, 1899

Jane E. Henney, M.D.

Commissioner
Food and Drug Adminisgation

S600 Fighers Lane
Rockville, MD 20857

Dex Dr. Henney:

It bas corne to our altention that FDA has received an abbreviated nsw drug application
for & generic estradiol replaceament therapy paich. We applaud this developroent as an indicagion
that the private scetor is responding w the historic gap in research and resources devoted 1o
women's health issues. However, some have 2cported concerns to us regarding the review
criteria FDA will use to determine whether or not 1o approve & generic roduct, and we wish to
relay to you, without prejudice, those concerns.

We believe the bic-equivalency standard FDA will use 10 assess a generic product is a
relisble meaps of determining a drug's safety and efficacy. But some individuals have expressed
the dellef W us that 2 parallel asscssment of the drug dalivery mechanism develaped for the
genenie product ought to be included in your review. We have been told that FDA cught to
cansider the potential impact of the delivery meckanism on the relative effectivencss and safety
of the new weatment

We bope this informadon is useful as you consider the man approprisic mexny of
assessing this and other important n2w drugs Thank you for your anenton 1o this ranar,

Sincerely,

(ve Ko L - Mabhee & PMTE

Senator Tom Harkin Sepator Barbara Mikulski

TH/sc



